products were harvested using glass filters. Filters were washed with 5% TCA, air dried and radioactivities were measured with a liquid scintillation counter. RNA synthesis was calculated by subtracting DNA synthesis from total nucleic acid synthesis. 5-Fluorocytosine (5-FC, Wakojunyaku, Osaka, Japan) was used as a positive control of DNA and RNA synthesis inhibition. FK463 was shown to
The protein synthesis activity and FK463 inhibition were measured by the method described below. Preculture of C. Reaction products were harvested using glass filters. The filters were washed with 5% TCA, air dried and radioactivities were measured using a liquid scintillation counter. Blasticidin S (purchased from Kakenseiyaku, Tokyo, Japan) was used as a positive control of protein synthesis inhibition. FK463 was shown to have an IC50 Antifungal agents commercially available or on development can be classified into the following categories: 1) membrane-active compounds (e.g., polyenes); 2) ergosterol biosynthesis inhibitors (e.g., azoles); 3) nucleic acid biosynthesis inhibitors (e.g., 5-FC); 4) protein synthesis inhibitors (e.g., sordarin derivatives); and 5) cell inhibitors (e.g., echinocandins), chitin biosynthesis inhibitors (e.g., nikkomycins), and mannan biosynthesis inhibitors (e.g., benanomycin A). Results from the present study suggest that the antifungal action of FK463 against C. albicans is not due to inhibition of nucleic acid biosynthesis nor protein biosynthesis, nor chitin or mannan biosynthesis. FK463 inhibits UDP-glucose incorporation into glucan polymers in a concentration-dependent manner. (genome code: FKS1/FKS2) and soluble regulatory subunit Rholp GTPase12,13) (genome code: RHO1). The detailed antifungal mechanism of FK463 has not yet been completely elucidated. To determine its mechanism of action it will be necessary in the future to define the exact antifungal activity of FK463 on a molecular basis.
